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#0 2 0 0 3- 1 7 4 0 0 6 v : 1/ 

1 1 &T<0 (a) Xfi (b) # V ^7°^ K £ tz liZ^ffifro 

(a) @e^ij#^- 2 x»mfc § *t * r ^ j wm^w e> * & * y ^ 7 0 ?- k 

(b) BB?iJ##2-e^;b$*i&T3 y^BB^JtciJV^Tl^L < li»T^ 

Sm> JfA^L < t±#SD$ii7t:T^ JWS&ft*^^ ^o( a )0^';^y 

Mf$£2] J^T<7)(a)X(i(b)0^';^7 0 ^ K£n- Ki~-5>DNA 0 

(a) E£!j#-^ 2 -e^t? $ ti& T 5 7 gftBB^iJ^ h % & # V ^ 7°^ K 

(b) E^ijff 2 t^^ti^r $ y»iJi:^v^Tlf l< Iitfi075/t^ 
&$c. tt&> JfA^L< J±tfj&D$*Lfc7$ ymBE^iJ^^> ^o( a )O^V^r 

im^m 3 ] JfiJTFO (c)Xti (d) <7>DNA&^-frDNA 0 

(c) @B^ij#-i- 1 •emzti2>mMwm*&trim 

> h ^MTtvN^f 7"; ^ X U ( c ) ODNAj&* n - Ki"* ^ ^7°?- K t & 
[SI^ & *° i; ^ K £ n - Hi" & DNA 

[If 4 ] fflt^ 2 * tz fi 3 KEf^DNA^Bftf- 1 tz fifflf jj&B 2 t J4 
^DNAKfM-o 

[WjfcE 5 ] »3jfc)g2 £ fcte 3 ^ffi^coDNA^^-r^a^x.^^ * - Q 
[If 3^ 6 ] Mt&g 5 fciB«Oft&x.^ * - fc-g-tr^JUB&tto 

# v ^ 7°^ KoMit^o 
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(b) m#v^7^vt&tkm%t<vm&m&ztkmirz>xm, 

(c) m*'')^7TYKm^&^*^hik^*m^%JM, *^ts-% 

[mam 1 o ] mam 9 kib*©^*: «t 19 *m u#&. mourn 1 mem 

<D *° y ^ 7°^ K & <b^% 0 

lit am 1 1 ] 1 nffim<7> *° y ^ -f^f- k<t)gdp- 7^-7 it^^tt 

(a) l£*°y ^7°?" K^^#tGDP--7 3-X^^$-^^XfI. 

( c ) ji? y ^ 7 0 ?- k <5o gdp- m&nm tmm-tz it&m * mm* %> urn. 

[it 1 2 ] arsfc® 1 1 iz&mv-xmz x »> m$. , mam 1 i-ts 
mo *° y ^ y -f - k ogdp- ur^flHt fflw-r h i t&to 0 

[If am 1 3 ] rf ;i/ & 7 3 - 7 #afc3> Ltv^^V £ 

14] 73-7 mmntf&T *tz&xmLx^2> mm 0 
ima^m 1 5 ] rr ;v ^#^0 7 3 - 7 *> &&mmmT % tz axm l t 

[fMt^l 61 73-x b^^x^-^-^^-r^'fb^t/f fc(i73- 
[ff^l 7] 73-x b7>^^-^-o|&^A^e«J^$fp$iJ$;tLTv> 



8] 7 3-7 h7>7*°-^-0|§5|5&%NAi^fflv^TWJ$tL 
TV^If^l 7fB«Oj|fflJSo 

19] 73-7b5>7#-^ -flMS^ jWBfefc £ tltzmm.0 

imam 2 0 ] mmwmxh^mam 13^^19 ov^rtt^ 1 jgicga© 
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: 3/ 



[»*«2 i] mw^A-^^-x^A^^-mr^^, if^2 owe 
2 2 ] m^mmKmrnm^h^mim 2 0 iBm^^iao 

[If ^ 2 4] h^>X^-^-4rn~K-r*jt^*^-yy 
[0 0 0 1] 

*f&9!W\ 7 n - ^ h 5 > ^ 'f - ^ - J ^7°f K, 73^f7>X*'-3' 

mm, ay lizm^-r^t^ u<ii7 3-xii 

[0 0 0 2] 

fam*. ADCC fctt^CDC (tttt^ttffllfel**) ®tt 

[0 0 0 3] 

umw&M i ] 

tHfEJRp 2004-3063886 
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^-v: 4/ 



Shields et al., J Biol Chem. , 277 (30) , 26733-26740, 2002 

mmoR 1 1 

mm&mftm. wooo/61739-^^ 

[0 0 0 4] 

[ 0 .0 0 5 1 

[US & H^ri- h tz $><D^m 

^73-^ ICGDP^I^ L- . O^GDP- 73-^^ tZJ&ty&tti rT;V 
trGDP- 73-7(7)7n^^>;^f £ L Tft JJD £ *L T V > & N- T 

mmzit, N-^V n v F^Hil^^i-^^^2fi^f^ J) , N-^V n v Kjft 
^M$l0N-T-fe^;^;Vn^3- >^t:73-^»tl. (Pate L. Smith et 
al. J. Cell Biol. 2002, 158, 801-815) o -^^^^ov^T^ft 
U GDP-^n-^^n^i/^^^^X^tL^^^iaST^tL^ *>/^JC^-7 
^-X^i^1-&<D£»[J-e#& fc^flflu GDP-^rr-^^n^v^^^i?^ 

mmsm&2tL?zin>mmb nz> - <h £ mm u ^§pj&^£-s-& tcic ^ 0 

[0 0 0 6] 

[ 1 ] IT<£> (a)Xf* (b) tf>&&x. # V s<7°9- K$ tt*-<&»rJT\ 
(a) SS^!J#-^ 2 -CSEt) £ tt^> 757 m@£^J^ k & & *° V ^ "T^ K 
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Sfcm. 2 0 0 3 - 1 7 4 0 0 6 ^- v : 5/ 

(b) xmt>zti& r < ymmn^^xwL < i±mi@<£>7 5 

ft£> lift. #A^t<(i#^n$tt/cT^ymSB^J^^> ^o(a)O^V^-/ 

f-vt mmw i- mmx$> & # y ^*?*f- k 

[ 2 ] &T<£> (a) Zii (b) <D # y ^"7°^ K£r?- K«t 

(a) le^ij^ 2 -c^b $ *l& 7 s y BttEyii^ <? & # y ^ k 

[3] J*JLTO(c)XI±(d)^DNA*#trDNA, 

(c) ffi^J#^l^$*Latt3£HE^^tri)NA 

(d) BB?!I#-^1 0&&fm*&ttW&tmffifl&%&nfrh%&mktX b y 

> h fc&#"FC>W 7V ?4 X t, (c) ODNA**3 - Ki"S ^y K fc« 

l6WHW*#y^^K*3 - K1-&DNA 

[ 4 ] [ 2 ] t tz It [ 3 ] ODNAOirtf f {i [ 2 ] $ f± [ 3 ] ODNAiC^M W *DNAO 
Kftf-TfcoT, 4>&< t ^>15^ ^ V3-^Kj&>£>£;*>DNA®ffi\ 
[ 5 ] [ 2 ] t tzitl 3 ] <^DNA£-^rf£&mx.^ 9 

[ 6 ] [ 5 ] 9 - *&t*mmw&> 

[7] [6]o^Kigft!***g*u nb*i&i&mmmmfcttz\$*:<7>^±.m 

h # y - K * ®iRi-^> £ t Sr-g-tr, [ 1 ] <D# y - KOftai*^ 

[ 8 ] [ i ] <o # y ^ 7"^ K * 

[ 9 ] [ i ] KiEffco^y ^7°^ Kic^^-Mb^o* * y > ^srefco 

- (a) »^y^y^KJCtt*»W«:»»$-fr*XS. 

(b) ^y^y^Kt^fm^^-a-fett^ffi-rsx^ ^itf 

(c) ^* 0 y^y^Ktc^-t^vStt*^i-^^^^^i-^X^> Sr^tr^ 

[10] [9]0^^i ^»l#^>, [i]©#y^/*Kfctt*i-;Mfr6^ 
[i i] [i]tcfemco^y^7 0 ^KcoGDP-73-x^^i4*iffl#t-^^b^^ 
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&m 2 0 0 3- 1 7 4 0 0 6 : 6/ 

(a) m# V KtzttWtt»fcGDP-7 3J-7 fcgftfeS-HrfcXfi, 

(b) KE^y^^ KOCBP-^a-^&fla^tBfcfcffi'taxe, fcitf 

( c ) *° 'j ^ y ^ k <t)gdp- -7 3 - * w^ffitt * mf-*- & -zmmr? %> xe, 

[12] [1 llO^lCi f}#g|U#^> [1]^^°';^^ Ktf)GDP-7=r-X*fr 

[13] ^Vy#rti:#tf^ 7n-x**«^L-Cv»4 ^^VW^-thM^, 
[1 4] ^n-xHSife^Tifctt^atrv^jWUft, 

[i 5] *)vyfo^<Dyu-xwQ&frmmmTZtzi*xmLT\,*&MM. 
lawi-^'fb^-e^a^tt-cv^ti 3]^^[i 5]ov^i**t^anfla. 

[17] 73-^ h 9>-X^ 0 -^-<7)^il^A^8lJ^»IJ$ttTv^m N 

[1 8] 73-7 b^VX^-^-OlSm^^iSrffl^TMIfWStL-rv^Cl 7] 

[19] 73-xh7^'f-^ - iH£W$y££ ftfcJHlfc, 
[2 0] S&«»#WJ!&-C**[1 3]^P>[1 9]OV*r*L^O|BJft, 
[2 1] tfr ^f--X/NA7^ -mmx~$> 2> . [2 0]©«, 

[22] wj^mm^oiommx^ * [ 2 o ] oams. 

[23] it^^m^v- yy^99-*m\t*tzmmfflkiLKz 

y)ftt>ft%>, [1 9 2 2]wrtifr<DMJ&, 

[2 4] 73-xl>7>7*-^-43 - Kf ^il^f-S:^-^^ h £ L£*- 

[2 5] -7 33-7 > 9>7*°-*-# s ^ W— ~X^A7:?--7 3i-7 f7>7 
[2 4]go*--7*tM >^**- 0 
[0 0 0 7] 

#f&9§w\ *-w--x^a**- (00:73-* h7>^*-^-^iin 

o 

^-X;nA7^-IP|« (CH0,«) t±, 3£&> m£%¥<0*>'*9 
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^-v: 7/ 



[0 0 0 8] 

*3P,3 fi> t fc, CH-7 3 - X h 9 > X # - * -atfS?- 1 HfSlft £ |SI^ & # U ^ 
K*3- Ki-^DNA^r^i-^o CO J: d &DWUc(±. ^Jx-if, CH^n-^h 

Ki-SDNAj&*«tL*o CC-C |"«&toKIWJ fcl±. it^fc^&sKy^^K 
[0 0 0 9] 

*Sfc9!K:l3V*-t\ CH-73-^ h 7 
[0 0 10] 

o fllx.**, tltf£#lll»Jll§3&i£ (Gotoh, T. et al. (1995) 

Gene 152, 271-275> Zoller, MJ, and Smith, M. (1983) Methods Enzymol. 100, 
468-500. Kramer, W. et al. (1984) Nucleic Acids Res. 12, 9441-9456. Kra 
mer W, and Fritz HJ( 1987) Methods. Enzymol. 154, 350-367, Kunkel,TA(1985 
) Proc Natl Acad Sci USA. 82, 488-492. Kunkel (1988) Methods Enzymol. 85 
, 2763-2766) &£?£fflv>T, CH7 3 -X b y * KOT 5 

[0 0 11] 

75/i^IiiiM^ti4C^o 0T7 3-;* 
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: 8/ 



[0 0 12] 

ittr^yi (a, i, u m, f> p. w. y. v) > £tM4ts (R. d. n. c. e 

. Q, G> H, K, S, T) . B&K»Jiil*Wi-^r^ym (G, A, V, L, I, P) , ?X 

ms^Mm^w-r^T^ym (s. i\ y) > ffiMB. : ?s^mm*Gir2>T $ ; 

m (C, M) . *;Wf>iM7 5 K#tii^ttS7 5y|| (D, N, E> Q) , 
ttl^tlliittST^yl (R> K, H) . »tR******n75;» 

(h, f> y. w) *mifzztwc%& (&mi*^i?MT< ym<v-$:¥mm 

[0 0 13] 

j&**0&^^ftf&t£ Z.tl±-fX"K%ab1XX^& (Mark, D. F. et al. 
, Proc. Natl. Acad. Sci. USA (1984) 81, 5662-5666 , Zoller, M. J. & Smit 
h, M. Nucleic Acids Research (1982) 10, 6487-6500 > Wang, A. et al., Sci 
ence 224, 1431-1433 > Dalbadie-McFarland, G. et al., Proc. Natl. Acad. S 
ci. USA (1982) 79, 6409-6413) o 
[0 0 14] 

b 7 >x* - ^ - ^/f K«7 5 / WJi:itio7 5 y K 

Kfco]»^tc#$*L*«io^';^^ Ki±> iff ^Rjg$*L*v^ 
ftlxJf. FLAG (Hopp, T. P. et al., BioTechnology (1988) 6, 1204-1210 ) , 
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^- v : 9/ 



61@OHis (tXfy>) ^^£>&&6XHis, lOXHis^ >f>7;vx>fitf 

(HA) „ \L hc-myctf>l!Jrfi\ VSV-GPO®rtf\ pl8HIVO»f>i\ T7-tag. HSV-tag, E- 
tag. SV40T#iJI»<OSlf>T\ lck tag ^ a-tubulinO$r>T\ B-tag, Protein C<7)®fit 

<Dm^a^fi^m<o^')^y^¥t tr, flix.wr, gst c^/w^^-s- h 

9>^-7oi^--e) , ha (4 yy^^yifmm) , << &s yfclgffiig. 

> /?-2ft7* b v^--fe\ MBP (v;H-^^ISf) fW^ti^o -tt 

OT^tLTv^^ttib^^^^K^n- K-r^DNA^^BJ^^ 1 ;^-/^- K£ 
3- K1"&DNA itL^i ^pm^tLTcSi^DNA^^m^-^^^^^i 

[0 0 15] 

Sambrook.J et al., Molecular Cloning 2nd ed. , 9.47-9.58, Cold Spring Har 
bor Lab. press, 1989) ^mm? bti&o BP*>^ i§*#£iJV>Ttt 
, CH"7rr-7« h^VX^-^-^'J^^ KSra- Fi-&DNA@2^H L< i±*-tf> 
— gU^flJfflLT. Ztlt-fflM&(D-&^Wk$:!$.m-fZ> Zt^ $ K> TOA^^CH 

[0 0 16] 

£DNA£: LTf£> fllx.**, b *3 J: «^Bi?Li*^ («x.HT, ??K 
[0 0 17] 

2004-3063886 
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^-v: 10/ 



>h&^#<b{i, TV ^ f-v3 >-m<0^tC^V^T, ^J£if42r, 0.1 
XSSC^ 0.1%SDS<7)^#-e^«9, $f ^ L<«50°C> 0.1XSSC s 0.1%SDS<7)^-e 

b^^7&^ff>^^o i^X h 'j i?!lx.(f65 < C. 0.1XSSC 

v ^ > v - & t tfnSM-eh z> o 

[0 0 18] 

ttz, CH"7 9 — # «; ^-f- K£n— Ki" ^DNA^SB^Jtif # 

j& (pcr) &£fijffitT> m.y^-*Y?y**°-?-*°v^7°^Ytmtfcm~ 

[0 0 19] 

tcis^T. ilH^ 70%£LLO|W|-tt, ^iL<{i80%J^_h(O|WI-tt, ^<b^«dFf 
t < (i92%J^±^|WI-tt> £ <b L < &95%MJiO|WI-1££*g1-o 

[0 0 2 0] 

^@B?!]l^;WC;j3V>T, St. 70%J^±O|WI-tt, #f £ L < &80%J^ 
±^|H|-tt> $ hKffit. L < {i90%J^±<7) 1^-14, $ hKffit. L < t*95%£JLtO 

ffifiE# 2004-3063886 
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[0 0 2 1] 

7 5 ;mRffl J ?iM.&Wffl<7)ffl-' ttli^ #!lxt£> Karlin and AltschulK 
;l/rfi;XABLAST(Proc. Natl. Acad. Sei. USA 90:5873-5877, 1993)K«fcoT#fc 

j^t* - t^-eis, dcoy^^ij xa i:i-^v>t N blastn-^blastx n¥ tftt* 

-fu>r J A^^I$tLTV^(Altschul et al. J. Mol. Biol. 215:403-410, 199 
0) o BLAST^||^v>TBLASraUJ:or^*K^J*jSIW-f &^tw(±, /^^-^ 
-(±7thx(f score = 100, wordlength = \2t-fZ> 0 Ztz, BLASTS *o%*TBLA 
STXtcioTT 5 /^ee^J«r^i-^^^{i> * - 9 -i±tz t x.tf score = 
50, wordlength = 3t-f&o BLASTS Gapped BLASTXn A fcJBv*S*'&fcUi 

&^&(±<2r£n"C&<?> (http://www.ncbi.nlm.nih.gov. ) Q 
[0 0 2 2] 

^^^DNAti, MxJ£\ &&^&*3&9!0#V^'7 P *-Ktf>in vivo^in vitro 
d his<D^&tl\i\<*frTji&m&T?% IP*>. mRNA^«b^jS$ttfccDNA-C^^> 

# V K* n - K L 9 * PI *> , it^Bt-^-colifilc^o' < ttjt^^iB^iJ Z% 

[0 0 2 3] 

*l&woDNAti % Sit ^wMta IJilt^it^Ho «x.«r, 

ffl^^'J^rf ftMUv^*J: ^cDNA^X^V-fcfj^U 
WODNAOBe^!lO— g&£ Xn - "7Hc IT^ X 'J -tf- *> a > 4rfr "9 i t i 
«9-pM-ei^o cDNA7--f X^'J-fi, ®JxJ£, (Sambrook, J. et al., Mol 

ecular Cloning, Cold Spring Harbor Laboratory Press (1989)) £|B|Rtf>^£ 

*)mWkLXi> £v>U TtTlRODNA^^X^ V-^fflv^T4> iv> 0 
W«>#y ^"/^ K^mLTi/^ili DRNAfcWMttU jlUEWX^J: OcDNA 

fgs** i t k * 19 mtR-t %> ^ t i> nrtiT^^o 
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[0 0 2 4] 

#£>*i£cDNA£^n-y£: LT^/ ADNA^ :/9 ij-^^f 

^>-ua^ adna^^i-t ^> - 1 &x § & 0 

[0 0 2 5] 

^T-v>^^i>&(Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294- 
5299) , AGPC& (Chomczynski, P. and Sacchi, N. , Anal. Biochem. (1987) 16 
2, 156-159) m~ £ *)£:RNA£iiMU mRNA Purification Kit (Pharmacia*!) 
^^'fSfflLT^RNA^ibmRNA^fflMi-^o QuickPrep mRNA Purification K 

it (Pharmaciatfc) CI t K X ^mRNA£®3gil®f & £ t i> Z> 0 

[0 0 2 6] 

^^ttTtmRNA^^^^m^fflv^TcDNA^^i-^o cDNA^I&fi, AMV Re 
verse Transcriptase First-strand cDNA Synthesis Kit (^L^lUfi) ^£ 

5' -Amp li FINDER RACE Kit (Clontech§!Qi3 £ * 9 --tfjlflKS (polymer 

ase chain reaction ; PCR) * fflv* fc5' -RACES (Frohman, M. A. et al., Proc. 
Natl. Acad. Sci. U.S.A. (1988) 85, 8998-9002 ; Belyavsky, A. et al., Nu 
cleic Acids Res. (1989) 17, 2919-2932) d)M<D&)&$3 XZfmnZft 

[0 0 2 7] 

# h thtzYOmSfofr bBMt ir &DNA$ffi- ^IIU ^ ^ ^ — DNA t il^-f & o 
[0 0 2 8] 

tbfE# 2004-3063886 
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IT, J: ^Hm^^v^SSB^J^I^ftl-^Clh^i^ (Grantham, R. et 
al., Nucelic Acids Research (1981) 9, r43-74 ) 0 ttz, :£IPJ^DNA{±, TfT 

A, VyiJ~-<DWm, 1^^K> (ATG) RXf/Xim±^ F> (TAA> TGA, X 
JiTAG) <7)#A^^lf?>tt^o 
[0 0 2 9] 

ffi?0 <7)N*^ i:^ft-> «3fe**ftin $ ft & o *> # V -r*- K l± £ o J: ? 
[0 0 3 0] 

[0 0 3 1] 

oifta-* 'j^f Kttt, *4^i±txf^>' *«&ttira $ -£fc&*!fex. *° l J 
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^-v: 14/ 



[0 0 3 2] 

[0 0 3 3] 
[0 0 3 4] 

< i:^100T5-/mJ^±> 0f L<l*2Q0T<SWt&±, $ <b L < f±300T 

^ y ami© 7?/ miB^)^ * & o 

[0 0 3 5] 
[0 0 3 6] 
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[0 0 3 7] 

(M/Lf*\ JM109, DH5a, HB101> XLlBlue) & t'X±MK-mfm^^^mmir ^> 
Izb^ ±m^~?V£mZfr&tzit>(D ToriJ Z bi,zftm&&ZtittM 

mvmikmtt mms, 7>fyr/^t h7tov^ *tv^», ^ 

[0 0 3 8] 

s<??-<nMt LT(±. M133V^*-. pUC3^??-> pBR322, pBluescrip 
t, pCR-Script&h^l^f btl&o tfz, cVM<Dy-7?u-->?\ tyt)ttiLZ 
BMtLtzW;^ ±ffi^*-<7MtilK> Wittf, pGEM-T. pDIRECT. pT7&^^ 

[0 0 3 9] 

o *° 7^ K £ £M 1- & g fit) k & v > r * - £ -t S # ^ ti . 

TV»*^R*»*0^ ^£&JM109. DH5 a > HB101. XL1-Blue& t*<D±M 

x.ti\ lacZ"7°n^&-^- (Ward<b, Nature (1989) 341, 544-546 ; FASEB J. (19 
92) 6, 2422-2427) . araB^'n^-^- (Better h, Science (1988) 240, 1041 
-1043 ) , t /;liT7yn^- ? - & t*ZW^X^Z>c\ t ^^XXh^>o 
d LTti, ±ia^^^-^^pGEX-5X-l (7 7;Wy7ttl) , 

TQIAexpress system] (*T^>t±S!Q -effiv^*L&pQE, pEGFP\ t7fc»4pET( 
:<D^ 1t^»±T7 RNA*° V * 9 £ §£M L T V> £ BL21ri*£f * L^)%t*tim 

[0 0 4 0] 

*> J:v\> ^7°^- K^Ofe*0->^/HB^lJfc LT14, ^HMO^U 7*9X 

pelBv^^-;i/@B^J (Lei, S. P. et al J. Bacterid. (19 
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87) 169, 4379 ) ZmmirfUt X V> 0 H±ilS^^^^-OiX(±, 
[0 0 4 1] 

Tt±, fljLtfttlLiWfi**)*^**- iMx.it> PCDNA3 U>fcf hny>tt 
«D ^ pEGF-BOS (Nucleic Acids. Res. 1990, 18(17),p5322), pEF, pCDM8) , 
M>&Mlk& : fc<D§£M^9 9 — (Mx.it TBac-to-BAC baculovairus expression s 
ystemj (3^ nBRLttSD . pBacPAK8) , WMl&i*<7>&M'<r ? ~ (Mx.itpMl 
, pMH2) „ 4 frX&^kvymJl^? 9- (Mx.it, pHSV, pMV> pAdexLcw) 

, Vfn^^v^ft^M^^- (Mx.it, pZIPneo) ^ Bm&^^M^ 
9 9- (Mx.it, TP ichi a Expression Kit J (>f > t h n^>*±$l) „ pNVll, 
SP-Q01) > pPL608, pKTH50) #mifbti& 

o 

[0 0 4 2] 

cho«> cos«> KTm3fflmm<DW}yiifflB'e<D§km*Bffii: vtzm&wt, 

Mffinx~$m.2^&?z&K£^%:7u*:>-?--, ^Jx-(fSV40-7 o n^e-^«- (Mull 
igan?>, Nature (1979) 277, 108) „ MMLV-LTR7°n^e- 9 EF1 « 7°n-3r- * 
- (Mizushimaib, Nucleic Acids Res. (1990) 18, 5322) , CMV:/n^-?-& 

(08*.tf, &#J (^tv^fy>, G418£i?) J: 0¥"JStJ-e£ £ * ? &X#JflH£Jt 

pMAM. pDR2, pBK-RSV, pBK-CMV. pOPRSV, pQP13*^**^»f <b*t* 0 
[0 0 4 3] 

mzBMt-t&Wi&Kii, &&&&&& & l tzcwmm t * tt * nm-t %> dhf 

Rit^^l-^**- (flUx-tf. pCHOI&i?) ^fAU ^hhHr-fe-h ( 
MTX) iwJ: 0^116$**^*^^^^ »^0-aattO|&3SS:BWfc 
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(BPV) ^»^tlv>SCHtil)o $£>^, t&^JHBlia^ 

3yFf7^7x7-t* (APH) itfc^ f5y/*t-lf (TK) * 
ll^rt >f ^ 77->*^ * !J **yJV f 7 >X 7 x 7-tf (Ecogpt) Mitt, 
i?KVumm.M7mm (dhfr) «{zc?-^£^fr.rt7^§;£>o 
[0 0 4 4] 

Wb=ft&o ffl^fbti-*^ LTJi. Mx.(f> 777-7^^^^^- ( 

^U£{fpAdexlcw) ^Vhn-7-f;vx^^^ - CfpZIPneo) & J^Wb *t£ 
75 s , CtLiblc^lJ|5g^tt^v^ 0 \<^#PJiODNA<7)#;V&£? Jt&tfJ&it 

fci^fP^ It&^&oTfi 1 ? CI t^TXtg-C^)^ (Molecular Cloning ,5.61-5. 
63) o ex vivo^T^oT in vivo*£"t?& otU v* 0 

[0 0 4 5] 

^'J^y^- K^5tO7^i6c0M^^{i> in vitro & J: tfin vivo <£>jl£^>& s && 
- o in vitroOj££m£ LTl±, «»^«ffii"^>^m^^»«r^ffl-r^> 

[0 0 4 6] 

v^ifc^T'i^o llttiilTIt m%mMffi~ tfflx.^ CH0 (J. Exp. Med 
. (1995) 108, 945) % C0S> 3T3> ^ jlo--v\ BHK (baby hamster kidney) , H 
eLa, Veros M^«> 0!lx.tf 7 V V ii V * iS^^mUU (Valle, et al., 
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Nature (1981) 291, 358-340) . * S WiJEJUffllft, Sf9. Sf21, Tn5^ 

^pf>tLTV^ 0 CEOmmtLX^ DHFRitf5^^^SLfcCH0,»-e^^dh 
fr-CHO (Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) ^CHO K-l (Proc 
. Natl. Acad. Sci. USA (1968) 60, 1275) £#fr!d$JB-f& £ t ^T*# & G i* 
tMttK£v>T, ^»^«rB^i:i-^)^H{i#UCHOm^i Lv> 0 a± 

, ^ v jKv — AD0TAP »; >#-v>vW -M±§i0 

[0 0 4 7] 

te$SjSBJI&.fc LT«\ m*.li. ^.a^-y-f- . (Nicotiana tabacum) 

v\> mmmmtLXit, Wx.H* t7*nU7 (Saccharomyces) 

Wx.l£^ ty*D5-b^'«tHfyx (Saccharomyces cerevisiae) „ 
Mx.fi\ 7X^j^>7 (Aspergillus) JS. ^ijil^ T^^+>X • -2f- 
(Aspergillus niger) tiX^2> Q 
[0 0 4 8] 

, ±mM (E. coli) , 09x.«r, JM109, DH5 a > HBlOl^^f <b*U ft 
[0 0 4 9] 

-tro-e^-t^ i t J: *) #y WbtL^o ig«Ji, 42tfn<E>:frftK:$£i/* 

ft 7 it^ti^o fllx-tiT, im«<^#$£t LT, ^lx.fi\ DMEM, MEM, RPM 
11640, IMDM*4^-*£fc^£* 0 -5-<7>F£> 4*&JBJfiLt* (PCS) ^OjflLyfM^ 

fc-cg*u mihm*&mLxi> i&mm<Dpm^ fo6-8x$> 

%><Dtm*L\<*o JgFS&WU M#> ^j30~40 < Ct?^15~200^^^fV\ M^lSD 
[0 0 5 0] 
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[0 0 5 1] 

LXit, "Y*?^ b^y, -e^^ ^y^fflv^it^T'i^. (Vicki Glas 

er, SPECTRUM Biotechnology Applications, 1993) 0 $tz, ffi?L3Stfr$j£ffi^ 

10 0 5 2] 

^xii a^h-r-5>DNA^^ >oJ:9&aft•4n;:@^Km&£*l 
^M^M^ £ ^ tf DNA$f £ "V 3f OfflS^vi A U £ <£>K £ itf O >V ^^ffii" & 

f 7 > ^ v x - 7 ^ t ^Cf ffl L t i i (Ebert, K.M. et al., Bio/Technolo 
gy (1994) 12, 699-702) 0 
[0 0 5 3] 

&X*&2> (Susumu, M. et al., Nature (1985) 315, 592-594) o 
[0 0 5 4] 

#!lxJipM0N 530^#AL. ^^^^-?:7^n;^f'J^A • y^^rv^s 
X (Agrobacterium tumefaciens) Oi^/^^fVT^fAt^o 
U7£*^n> fllx.!^ • (Nicotiana tabacum) Km%£% 
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*^;taoti •jRffSOsH 1 ;^^ KSr#^>ca:7& s -eS^ (Julian K.-C. M 
a et al.. Eur. J. Immunol. (1994) 24, 131-138) 0 
[0 0 5 5] 

d o J: d fc:fr8cfc J: «) # «b timww* 'J ^ 7^ K it, m$.fflMft * itm 
[0 0 5 6] 

h^?7-f-, S7tctt^nvh^7 7-f-> ^^M, $tfB^n 
^ h 7 4 -> i&Sjfr? nv h ^ "7 -f e>tL«5 (Strategies for Pro 

tein Purification and Characterization: A Laboratory Course Manual. Ed D 
aniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) 0 £ 
Jif>07nv>7*7 7'f-(i, tffi70vh7*77^-, #JxJ£HPLC> FPLC^?> 

[0 0 5 7] 

S6JflMIII**fc b'JT'W, ^HJ7v7, »;v;Wjr.^K 

[0 0 5 8] 

%ifo<Dftm \z it , # «j pi it £ < . jK y ^ n - ^ )vm*<o\&, tu-i-frifc 
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[0 0 5 9] 
[0 0 6 0] 

<7) *° 'J ^ yf - K X fi ^ if >tT & ^ - K 1" & £ 2r£D ? ? - 

[0 0 6 1] 
[0 0 6 2] 

tfo^BOKi^i: LTli, $JxJ2\ -7^^> ^AX*-%W£ffi£*L 
[0 0 6 3] 
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Y&fm>* PBS (Phosphate-Buffered Saline)^^S^7K^-eMS*^^> A$3 

& o 

[0 0 6 4] 
[0 0 6 5] 

o*t#v^;v^±#i-^ otitis tfeft^, Pi?L»^'b^«^^i9 ffi U 

m <d tz $> * mm t ^ 3- n - *r jfflia 5&^»f & o 

[0 0 6 6] 

S^Xx-f >£><9:fr&(Galfre, G. and Milstein, C. , Methods Enzymol. (1981 
) 73, 3-46)mzmtXft d it^i^o 
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[0 0 6 7] 

IfflM^a^l^^^yj SltO^it^^ ^Jx.(^ HAT 

[0 0 6 8] 

V >vO£. Mx-tfEB^ -f ;K*&cj&&Lfcl: h V ysmZin vitroT ^ V ^7"?- K 

WWBB63-17688r9^«) o 
[0 0 6 9] 

>k^X\ nhfitz^^yv K-^*v**flWBl*Jfc#ttU IWI^^XJ: 
^nr>f ^Gtf^A, DEAE-f t>^n7h^7-l- ^7 P ^ 

K £ # y y; yyuzr? 4 - # ^ a £ £hc £ fjitt^cifeisti. 

[0 0 7 0] 
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flcti, nmfc (reshaped) \L hfcfot fcffcSfU h Woni?LSf|^ 

-^#vffc<7)^Mtt^^lIi^ (CDR; complementarity determining region) & 

flit (framework region ; FR) ^^i"^ £ -9 Ktfcit LtzdMWMZ, 
^w?-? 4 i ^ Kfi^Lfcikl®^* 1 ; rf*^ i/*?- K^t, 

OWfctL* (R*N4HFffiH&M¥W 239400 > BREttttttraH#-?fO 96/02 
576#HS) o CDR^^LT^^tL^H h^#cOFR(i, tBMtt^H^^ ^tnl 

^itOT^ yM%W$:LXi> (Sato, K.et al., Cancer Res, 1993, 53, 
851-856.) o ttz, ^ Yfoifc<vm%-jjfei>%abtiX^2> 0 Mkl^ lih'JW^ 

t^nun-Yii, mx.\fu2wtm^*£, mw^vigi&rs&z^-f&ffi 

M<Dt Ytf>tt.*n&Zti>X*%& (#2r¥l-59878#M) o ttz, thfcfaiim 

zzt x°mm<D b h m**m%-f %> c t &x § & (s^^mM^is^wo 93/ 

12227, W0 92/03918, W0 94/02602, W0 94/25585, W0 96/34096, W0 96/33735# 

PI) o ££>^ thSi;#:7^7'J-»t, s^y-yykz x t h#L#£iR 

#1-^^^^Df>ttTV^ 0 fllx.l3r, t: hfet^OoT^^^-^II^ (scFv) 

M1R1r 2>£t &X £ & 0 MR £ titz ~7 r - v <7)itfz^ £#M*f *U£ 
, i-^^-t- tnl#^ BT^flit £ n - Kf &DNA@E?iJ £ & £ t &X 
tiLJEtc^-r^scFvODNAiE^iJ^^^^^ttti\ ^@2?iJ£j&ii&SS5i 

"C^> «9 , W0 92/01047, W0 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, 
W0 95/01438, W0 95/1 5388 £ ## K 1" & C fc^t?§ & 0 
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[0 0 7 1] 

)T-^«»T^otiv^ 0flx.W\ LTfi. Fab, F(ab')2. FvX 

(iHil^LilOFv^^^ 1 ; >^-t?m^^-^7tv>^;i-f-i-r ^Fv(scFv) (Hust 
on, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883). D 
iabodyfc^W'btL&o JWfclftKii. #L#£jgSt. tajx.(£. /V<>f 

xJf. Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976 ; Better, M. a 
nd Horwitz, A. H. , Methods Enzymol. (1989) 178, 476-496 ; Pluckthun, A. 
and Skerra, A., Methods Enzymol. (1989) 178, 497-515 ; Lamoyi, E. , Metho 
ds Enzymol. (1986) 121, 652-663 ; Rousseaux, J. et al., Methods Enzymol. 

(1986) 121, 663-669 ; Bird, R. E. and Walker, B. W. , Trends Biotechnol. 

(1991) 9, 132-137#flS) 0 Diabodyli. ^^Mt 'ZpSSffiA**) >*-4*"Ol& 
^L/:77^^>h (flflx-tf. scFv^O (&T. Diabody=Sr^f & "7 9 7* > 

h) *2~Dm&2*£x-mmt2*tfzi><Dx~$,y), itur. 2oovl£2o<^vh£^- 

tf (P.Holliger et al., Proc. Natl. Acad. Sci. USA, 90, 6444-6448 (1993). EP4 
04097-f\ W093/11161-*7. Johnson et al., Method in Enzymology, 203, 88-98, 
(1991). Holliger et al., Protein Engineering, 9, 299-305, (1996). Peris 
ic et al., Structure, 2, 1217-1226, (1994). John et al., Protein Enginee 
ring, 12(7), 597-604, (1999). Holliger et al, . Proc. Natl. Acad. Sci. USA. , 
90, 6444-6448, (1993). Atwell et al., Mol. Immunol. 33, 1301-1312, (1996) 
-)o 

[0 0 7 2] 

LT. 7 V =r-;v (PEG) ^<7>4rffi$5^fciJirfrLfc 

mtEE#2 004-3063886 
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[0 0 7 3] 

ft$£t"<l> Z.t (Antibodies : A Laboratory Manual. Ed Harlow and Dav 

id Lane, Cold Spring Harbor Laboratory, 1988) CtLfc tcRB^ <D 

xit % ^ 0 ±mxn h titzmfo<Dmmmm±m3bm<DMfcximmmi&mm 

^5e& (Enzyme- linked immunosorbent assay ; ELISA)^^«t *Ht 7 Z tffX% & 

o 

[0 0 7 4] 

77-f -T- -f b ^77>f-|:fflv^*5At Ltii, -7°o -r-f 

tLt, Hyper D, P0R0S, Sepharose F. F. (Pharmacia)^^lf £>*L&o 
[0 0 7 5] 

77-f -t- ^-?07^77^ -»^n7 h ^7 -7 * - £ LTIi, fllx. 

^D7b^77^f- ov^77^ £>*i* (Strategies fo 

r Protein Purification and Characterization : A Laboratory Course Manual 
. Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996 
)o Ztibopu-r hV?? 4 -lttiPl£, FPLC^Ot£*B*U^ b^77^ 
- ^Xfto ClbtfX&2> 0 
[0 0 7 6] 

tit* *&m<D&fc<7>fflz&&m&*mte't&jj&b.Lx, «*«r, «s© 

W^ffi&fb&W&Wlfefe (Enzyme- linked immunosorbent assay ; ELISA) 

> eia mmftmi&m > ria (sm^&m^m jbzwt&m&mtm^z 

^#t*i^o ELISA&fflv^&J^ &§&m<D$Lfc*mmkLtz'7U- Mc*3S 

m^v^zf^v^mmu ^x-B&KDfofcz&ttmk, minx, mtm&m 
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Of&14f¥ti5 ^ ii> BIAcore (Pharmac iaSl) t*-^ § & o 
[0 0 7 7] 

[0 0 7 8] 
[0 0 7 9] 

[0 0 8 0] 

mtiE# 2004-3063886 



#M 2003-174006 



^-v : 28/ 



[0 0 8 1] 
[0 0 8 2] 

n - x o»^4r u jfc#^co 73-^ otttra £ & £ £ * %> 

[0 0 8 3] 
[0 0 8 4] 

K^IJ#^ 1 fl5ttlfeKW»t»oa*i-«^«: < £ U5fflJ2LtOS * K 
" *> 15fl J2LtO * * V * * K**»1RPM& a K > **tr T V ^-fe V* * V 9 ^ * 

[0 0 8 5] 
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Xli * * * n T 5 T- h AHUM* JW*f & ft & o 
[0 0 8 6] 

* v*f- K x * v*?- K^TffifflBB^iJ-e** i> <r><»&ti: b-f, DNA 

$ tz temRNA ti'J^^Vtf ^WJ#"f - 1 £ ft* i^*@e^J M** W K 
; W 7V 74 X-c § £ KB V) „ i Xt±«SWH«> * ^WK^^v? L 

[0 0 8 7] 
[0 0 8 8] 

t'J^^Vtf Fi: LTRNA«rfflv^«r^ — JfcWfctiRNAT* (RNA interf 
earenece I RNAi) fcn*tffta 0 RNAiti. H#^RNA(dsRNA) fcfllll&rtfcSALfcR 

£R£Sft1% tfOx-tf. ge*HW«:-*«»NA^^Jft$ft&— 

N 5~1000bp) "T?&*K L<ttl0~100*» Kli. 10~100bp 

) £ h Kft* t< t±15-25fi3fe (— #0W>StefcW:, 15~25bp) X*$> *) 

, $ L < »*19~23tt* (~«|<7>i§^Cl±, 19~23bp) X'$>2> 0 

[0 0 8 9] 
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[0 0 9 0] 
[0 0 9 1] 

[0 0 9 2] 

ft t±, JJHTO XiKftiZt # 4 o # U ^7°f- KSr3— Ki" & it 

pSV2neo, pcDNA I, pCD8 % £<Dft*l&&ttmM -^ft XT 

LTti SV40 early promoter (Rigby In Williamson (ed.), Genetic Engineeri 
ng, Vol.3. Academic Press, London, p. 83-141 (1982)), EF-1 a promoter (Ki 

ffiiE#2 004-3063886 
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mh Gene 21, p. 217-223 (1990)), CAG promoter (Niwa et al. Gene 108, p. 19 
3-200 (1991)), RSV LTR promoter (Cull en Methods in Enzymology 152, p. 684 
-704 (1987), SR a promoter (Takebe et al. Mol. Cell. Biol. 8, p. 466 (19 
88)), CMV immediate early promoter (Seed and Aruffo Proc. Natl. Acad. S 
ci. USA 84, p. 3365-3369 (1987)), SV40 late promoter (Gheysen and Fiers 
J. Mol. Appl. Genet. 1, p. 385-394 (1982)), Adenovirus late promoter (Kau 
fmanet al. Mol. Cell. Biol, 9_, p. 946 (1989)), HSV TK promoter^ O-ft 

[0 0 9 3] 

hn^lz-yg^ (Chu, G. et al. Nucl. Acid Res. IS, 1311-1326 (1987)) 
„ 'J^J^>f^ (Chen, C and Okayama, H. Mol. Cell. Biol. 2, 2745-2 
752 (1987)). DEAEt*** h 7 >v£ (Lopata, M. A. et al. Nucl. Acids Res. 1 
2, 5707-5717 (1984); Sussman, D. J. and Milman, G. Mol. Cell. Biol. L 1 
642-1643 (1985)), V#7x^f>S (Derijard, B. Cell Z, 1025-1037 (1994 
); Lamb, B. T. et al. Nature Genetics 5_, 22-30 (1993); Rabindran, S. K. 
et al. Science m 230-234 (1993))^;fr&^&&^> v»f^fet:J:o 

[0 0 9 4] 

t^it^il. IS, 85-90 (1995)) o n-~:x h * 

^7i5- If, (GFP) %t*t<Dm&#Vf7?-VZ§£m~fZ>Z 

[0 0 9 5] 

fflgE#2 004-3063886 



!$m 2003-174006 



^-v : 32/ 



^h^^^i^ ^&£#nc8fc«><b+iM@<7>7^ /®b^ft&*2ft"' > 

M7Ll$, ^'JtW> (His-tag) > 4 > 7 ;Vi>-T^SHA. hc-myc, FL 
AG, Vesicular stomatitis^ ^ ^M^SSC (VSV-GP) , T7 genelOSSS (T7- 
tag) , thfl^^^^V^tlfiS (HSV-tag) , E-tag {^^U—T 

fcfe £ , #§p;5 C9 *° 'J ^ -f* K Ki^i" & # ^ ^ ^ K <0 X * 'J - - y 7 <D tz 46 
(Oieh-y-tft^fcLTJPJffl-Ci* (*lfeE5*12. 85-90 (1995) )o 
[0 0 9 6] 

3^ ? * - KMX Lt^:)IIrt-eM?^> |&m$^^'J^y^- K*»«U 

® Kftfti" & £ £ K * ^ tiff & £ i: t> "C § & o 
[0 0 9 7] 

&2£lt£"ffcl±, #!lx.l£> #Mfr&*^tf*IgG #b#-C*fttfx Protein A Sepharos 
e^Protein G Sepharose^fflv^-r«$^r^-i:^-C^^>o tfc. #f&9!<£>* 0l J 

^;l/^^-^>-Sepharose 4Bft ^<OCttP> J-tf h ->fi::#JW&fc<6 
[0 0 9 8] 

£k!g?»<?>— jH:Wft^&fc-^v*T» ±> #!lxJ£> dtfift (Harlow,E. and Lane, D. 
: Antibodies, pp. 511-552, Cold Spring Harbor Laboratory publications, Ne 

tfcSffiE# 2004-3063886 
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wYork (1988)) gH^KioT, t fcti^TfTX-tf J^N. 
[0 0 9 9] 

$ y Ktf>J*flr KtiSDS-PAGEri*— ^"C* 0 > SS^fcifcK 

[0 10 0] 

K?rW^^tttl±> flllx.tf, -)xxbW^/D7f^^ (Sk 
olnik, E. Y. et aL.Cell (1991) 65, 83-90) fcffi^TfH - ttfXZ *o "t 

$^<7)* s ^-/f Ft^tS^'J^f K?:Mlt>/^it^ 
BSti&M. KSCflx-l** *»*) «* l)77-y^^- (Agtll, ZAP 

■7^ ^-^s^t^^y^^K&H^u isititt^f&^^^'J 

[0 10 1] 

y KV^^A (Fields, S., and Sternglanz, R., Trends. Genet. (1994) 1 
0, 286-292> Dalton S, and Treisman R (1992) Characterization of SAP-1, a 

ttifE# 2004-3063886 
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protein recruited by serum response factor to the c-fos serum response 
element. Cell 68, 597-612, TMATCHMARKER Two-Hybrid System] , Mammalian 

MATCHMAKER Two-Hybrid Assay KitJ , rMATCHMAKER One-Hybrid System] (v»1* 
ftfc ? n yf v *1±®D , iHybriZAP Two-Hybrid Vector SystemJ 

[0 10 2] 

7*- KfcSRF DNA^ii*^*:t±GAL4 BNAtt^*fcik^**T»«IIBJ»0*-e 
$ -£> <£>^°U ^"/^ Kfc<S'&'"t"* 3 ^V ^ -7°^ K £ LX^ZZttf 

5fccDNA9>f 79 , ;-&fERU - ft £ Ji!ag£#tt A b > ^ffiSftfclMi 

ififfi&ik £ tt, MiO * n - y mtmx S & ) o #«t L £cDNA£:*;fl§B t*A L 
T|&a$ gCcDNA^n - Ki" & *° V K - i: § £ 

o £ ft K J: i) U ^ 7^ K Hfe^-f & * y * 7**" K 4 fc tt * O * 

* - 1 pitg-e & & o 

[0 10 3] 

(i\ HIS3it^<^ Ade2«fcl\ LacZAfc^ CATMH\ ^'>7x?-*I 
fc^s PAI-1 (Plasminogen activator inhibitor typel) SWE^Sfa'Wfcft* 
^\ CLft<s>K1WIRSftfcv\, 2^^')7mi:iW^i-->^ 

[0 10 4] 

tti8E# 2004-3063886 
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[0 10 5] 

U KDNA& 7°n-7h LTcDNA^ ^ 7<5 V - & * 9 V > ^"t & £ £ 
[0 10 6] 

- v ^ y f - kt* * x -? v 4 << f *7 v - *r?m s <r> # ^ t 9 ^ k h*s 

iW^^-yv h*fflv^^^y--V^ft (WrightonNC; Farrell FX; 

Chang R; Kashyap AK; Barbone FP; Mulcahy LS'Johnson DL; Barrett RW; Jol 
liffe LK; Dower WJ., Small peptides as potent mimetics of the protein ho 
rmone erythropoietin, Science (UNITED STATES) Jul 26 1996, 273 p458-64. 
Verdine GL. , The combinatorial chemistry of nature. Nature (ENGLAND) Nov 

7 1996, 384 pll-13> Hogan JC Jr. .Directed combinatorial chemistry. Natu 
re (ENGLAND) Nov 7 1996, 384 pl7-9) ^m^K<2r£0^&&° 
[0 10 7] 

tv**'>WtUV7n'^'fA icm^-r & - £ (fflz- **BlAc 
ore. Pharmacia^) 0 U^ot, BIAcore^W^ &fflv>& i t \z 

x t) &&mo# } ) k «t«Mb'fr* t swart* £ t i> s mfex$> & o 

[0 10 8] 

*§t>w <d # v * ~t f - k <o *7 n - « mm& * is* - t & % ® o * * v - - > v-ft 
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k*k± mim. =ou5MWu s-f**!^ **) ****** 

f * i fc l' J: i) , ^7°^ finite & ® * 

[0 10 9] 

[0 110] 
[0 111] 

^jHBia-c * & o =*> kme-t * ^ 3 - * * m? s & ^ £ tt 

;v -7 n - * OJR 0 * & - ^ **T» § . n';v v^fi fcJfc J) &t 

[0 112] 
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[0 113] 

XDNA^RNAT^ (RNAi) £ffi^&3rv£& Z*mf %> - t^ti, iti-fbO^&fi 
[0 114] 

0 J; f)^#:^lc(±m^<7)t&W«^^^fflv^i t^'t^ 0* L < fiCH0*» 

$tL7cCH0m*«fil^Mi-^,^^^-ei^o WityQW&t Uli, P§?U«« 
, CH0 (J. Ezp. Med. (1995) 108, 945) , COS, 3T3, BHK 

(baby hamster kidney) , HeLa> Vero, Mz.& T 7 V iJ V * 1Sz- 

)^mmm (Valle, et al.. Nature (1981) 291, 358-340) > &&W±MSi|i 
Mx.^ Sf9. Sf21, Tn57&^pf>tLTV^ 0 CH0«t LT(i, tfflxJ^ DHFR 
S^T^^lt7tCH0*ffl^^^)^dhfr-CH0 (Proc. Natl. Acad. Sci. USA (1980) 

77, 4216-4220) ^CHO K-l (Proc. Natl. Acad. Sci. USA (1968) 60, 1275) 
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10 115] 

- * - <7>$£t^ ? lfi# £ ttT » 1:14 $ J: -9 i: 1" & ftft*^ 

3feoS&3R^**- (fl!lx.tf> pcDNA3 U h nyvltS)^ pEGF-BOS (Nucle 
ic Acids. Res. 1990, 18(17), p5322K pEF. pCDM8) , IMfif^M^^ 
* — TBac-to-BAC baculovairus expression systemj (^r^nBRLttS^ 

) > P BacPAK8) . Wto&*<r>®BL^* * ~ (fllxJfpMHl, pMH2) , »^^^ 
telkvyzim^? 9 - (0Ox.«T. pHSV. pMV. pAdexLcw) . W n * * ;i/*fc*<B 
HSI^??- pZIPneo) , ^«S*<7)5&m^^ * - (flflxJf, TPichi 

a Expression Kit J (-T >*T > ny>ttl) , pNVll. SP-Q01) . ttll^^ 
(fljfctf, P PL608. pKTFKO) W£af *>*L*a*, =fIifeftt£CH0#ffi 

[0 116] 

cho«, cos*Bjj&, ummmj&^MWMfox<D&m*Bmtirzm&fcte, 

(Mulligan<b, Nature (1979) 277, 108) , MMLV-LTRt/n^- 9 EF1 a "^n 
^e-^~ (Mizushima'b, Nucleic Acids Res. (1990) 18, 5322) . CMV/U^r- 

#J (**W->>. G418*^) \z£l)mW^%k&7%*^&&&&) 
*Hf$feH«F4 Lv^o uOiH#tt^n^^-tU(±, fllx-l*. pMAM 
, pDR2. pBK-RSV, pBK-CMV^ pOPRSV. p0P13fc ^**^f <b*L*o 
[0 117] 

mfettGI-Z'***- (Mx.l£> pCHOI&t*) ^hhV^r-fe-h ( 

mtx) j; Yim^mt&fr&tf^f ^^-> ate^o— attona*BWfc 
sv4o T^tiwi-*a»«rJtefeflUi»=#oajaiitt*fflv»TS 
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VAOOimm&ZW^**- (pcD&f) -C»f Itett^^^f tf^tL^o t 
•7->-f;v^ (bpv) ^ofi^^^^^fflv^ d £ & Q S^K, ^w±,*fflJ&^ 

nyKh7^7x7-t' (APH) f5Vm-* (IK) * 

Il^t >f ^*7 - ^ b 7 >X 7 x 7— b* (Ecogpt) atfc^K 

5?tKniB«5c»* (dhfr) mfST^fc^tf £ ttfXS 
[0 118] 

[0 119] 

ifc^LT, Milt DMEM. MEM, RPMI1640, IMDM^ffl -f&Zt § & 0 ^<£> 

^^JfiLTt (FCS) U 
TU^o ^*B#<7)pH«> ltj6~8T^I.W«U^ 0 JtSHi> ®Hr, &30-40 
r-tr^Jl5~200^P^TV\ '^ICJSCT^O^. W&*lNz-%>° 
[0 12 0] 

[0 12 1] 

^vmm^. tH:Mni 

[0 12 2] 
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? e 7 3 - 7 > 7 >X ^ - ^ - ^ n - Kfl,S^!:ii Lfclffil^ 
73-x 73-xf7 , /x^^- aWS^aqafc* $ fix v> & ^Mfo kz Jfc^ 

mMfcffi'j?Lx\<>2>mM, «rt^its73-^ t&astBaH&T t n xjs l r 

1 7 3 - 7 & ffl ^ X mfe-f Z> i £ £ & o 
[0 12 3] 

mmm&z.m±, m&fe±<Dmtttwmmt<Dmxmmmittm&z-itz 

~-£ffiv>& 0 ^jffl*^|B4R^7 3-7 h^V^^-^-JMST-OBB^Ifll*** 
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LUttw— 1*9 ^mKR*^:^ 

1997^ 3 £1 B , *BM*— v- >^-yfr/^ ES»£Jfi^£^#|v -7 X 
OfNtt ;M ^-"7 — aT^'J -X8 ^±tt 1995> Hogan et al., Manipula 
ting the Mouse Embryo, Cold Spring Hoarbor Laboratory Press (1944K Joyn 
er, A.L., Gene Targeting, A Practical Approach Series, IRL Press (1993) 

±a 1999 f t^st^ ^ ^ s tHc ^-y-T-'f 

? *-i±nXM&£V?m%M<D¥*>t>*m^Xi> X^o ttz, Cre-lox^£ffiv> 
tz*-Y7-<l >?K£ ^Mx-^-^^^iH-Cl^c Cre-lox^«:ffiv*fc 
>7\*. Mx.(f#^¥H-503015^-^^iam^^^oT^f 9 £ 

[0 12 4] 

fc#i£;, f^V^^/VtfflV*^, RNAift, RD0&, TFO^ 73-^f9> 
[0 12 5] 

tBSE# 2004-3063886 
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* 1; rf^ * V ^-^ K(i 7 3 — X h 9 > X * -itfci^-^ftSS^J fcjft&i- * & 
[0 12 6] 

IF i 0&£fiH£ffttt ^#BS*t WtA lift* fcj&>t>fcoT*5»K efWtt * 

o 'JWAftl^ JfflJSaX^, 12, 239 (1993) > BI0/TECHN0L0GY, 17, 1097 (19 
99), Hum. Mol. Genet., 5, 1083 (1995), MX^, 13, 255 (1994), Proc. N 
atl. Acad. Sci, U.S.A., 96, 1886 (1999) OfefU'^oTtT ? £ t&X*% 2>o 

ffo-r i> £v*U 7x^^^7n y -f 4 >^/-f>7n -f >^K£ «9 y 
[0 12 7] 

-V*^ 73-^ h 7>X^-*-0:©1££*g4lK 5 fTo-t ! £> £v,*U 7x^^ 
>7nf^f >^/-fV7*D7f'f V^fcJ: 19 73-^ h 9 
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[0 12 8] 

Uv> 0 h v >X*°V>Ov*xAtiNature Gent,, 25, 35, (2000)3* 
T«SH-*Uf J: v> 0 
[0 12 9] 

* JtfifjF £: ffl TO * > y XRNA i: T > f-fe > XRNAtf* <b & & ~2(s:$IRNA(double-str 
and RNA ; dsRNA)#>\ *0»ftT-0|g^m*(mRNA) ^>ffira^*«fe«-f&, tv> 

> 21~23b) dsRNA(small interfering RNA ; siRNA) Srfflv^T & X V* Q H^ilRNA 
W\ tt^MK^IJ&S-tfr-Cfc <fcv>U ~^§IRNA^m^1-^>^^ ^-^Mt 
, ^t±»ic#AL«rtT'-3|s:§lRNA^^^-frT^ mx.it. ^%m<T> 

t & & £ ? * - fcfc&^tt^* * - ^a±»tC^Xi-tL(f i v> 0 RNAiS 

Nature, 391, 806, (1998), Proc.Natl. Acsd.Sci.USA, 95, 15502 (1998), N 
ature, 395, 854, (1998), Proc.Natl. Acsd.Sci.USA, 96, 5049, (1999) , Cell, 
95, 1017, (1998), Proc.Natl. Acsd.Sci.USA, 96, 1451, (1999), Proc.Natl. A 
csd.Sci.USA, 95, 13959, (1998). Nature Cell Biol., 2, 70, (2000)^<7)|B«c 
^oT^T9 dt^tl^e RNAi&£<fc i) h 9 * 

[0 13 0] 

iit^-el^, RD0(Chimeric RNA-DNA oligonucleotide) Ji, DNA8ti:RHA8W* 

mfE# 2004-3063886 
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KDOOflltgWu Science, 273, 1386, (1996), Nature Medicine, 4, 285, (1998) 
, Hepatology, 25, 1462, (1997), Gene Therapy, 5, 1960, (1999) , J.Mol.Med 
., 75, 829, (1997k Proc.Natl.Acsd.Sci.USA, 96, 8774, (1999), Proc.Natl. 
Acsd.Sci.USA, 96, 8768, (1999), Nuc. Acids. Res. , 27, 1323, (1999), Invest 
,Dematol., Ill, 1172, (1998), Nature Biotech. , 16, 1343, (1998), Nature 
Biotech., 18, 43, (2000), Nature Biotech. , 18, 555, (2000), J.Mol.Med., 
80, 620, (20Q2)m<7)mmz'lfc\<*lT%TZbtfX~&2>o Hllf^ttt'J^^ 

utr k(tfo)(±, -*m<vr s &mmz&\f &<wmmu&^&x« z &wk<D 

@v>-:£§lODNA-fc^ y b-CS)«9, B^UitLiZiS^X^^m^X^ 2>o TF0<7> 
ftUti, J.Mol.Med., 80, 620, (2002) ^ coffin I* ^ o Tff - t^l & 0 
[0131] 

AU73-^>7>^*°-?- itfs^-^a £ tt tzmm v -~yy-f& 

ENU(N-ethyl-N-nitrosourea)^^<b^^,-e^ > L 
10 13 2] 

£ p> ic^hj<^ 7 3-xb7>^^^ -mtt-h^wg. £ frtzmmt, 73- 

-^f7^*-^-lfSK^ >y^T^ b Lfclfr^te, ES»<^7=i-^ Yy 
yTstf-t-ZmUlj&iXmmL, SCES«^<bM;Li;ir, W002/33054-^<2r#^fE 
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tizx y), 73-7 h 7 y7s^~?-mtt*^L^mtmm*nz> eta*-? 

[0 13 3] 

^"✓#»t«^0 7 3-^0fft^*fflS-t*<fc'&«J, 1-&fc>*>7 3-7 h 7 >7#- 

-7 ^>7* o -?-^tmi#ir-£7ji£> iJi^^miitj: 19 -73 
-7 h 7 >7#-* -mmmm^fifzmm^ & ^t> 0 7a-^>5>^-^ 

^7n-7>>7>7>,f-^--ffitt^nWWf>^o gpfb^f* 
[0 13 4] 

#$&9=|<£>7 3-7 h 7^7'f-^j|fe ; f«iXli7 3-7 h^^f-? 
> fflJj&Pf' tf> 73-7 j&*3*;u v*<f$i£ h9>7^- b S*L&V>fc#* 

3-7>&sftin$tt^^ 0 7 3-x h7 vx^-^-it<£T-«^$*t^^J3S 



WSE# 2004-3063886 



#M 2003-174006 



^-v : 46/ 



[0 13 5] 

(fchfcKK) ^^-o-r^o £<7>£7 4»»Srfflv»SC:i:t:J: ^ in vivo-e*&» 

m zmr & - 3& s -e § & o -t^o <£ ? tc^oa^**^ ? * r * > $ *l£ 7 ? 
YW}®<vftmimK£ osbtitzftffi-e&y), iffii«t73-7, v? 

>xtf-?-l&&=¥'S y 7 7"7 YWi®*ft9i't&Z-£-tmn"Z$>Z>o X> 73- 
[0 13 6] 

- w;^*/^-K*ai^$^ iiiJRi-So *§£Wfc&tf2> rm±] tit, ztib<D 

-e^^> (Vicki Glaser, SPECTRUM Biotechnology Applications, 1993) o 
[0 13 7] 

mtE# 2004-3063886 
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> ^ >^Vi^-y ^iT^r^^fflL-C^ iv^ (Ebert, K.M. et al., Bio/Technolo 
gy (1994) 12, 699-702) 0 
[0 13 8] 

-j^^f wt, m^vtfv^^vvmmx&mzftx^&frm, 

[0 13 9] 

"7^57^- lf^D7h^77^ -^3&*Wb*l& (Strategies for Pro 
tein Purification and Characterization: A Laboratory Course Manual. Ed D 
aniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) 0 £ 
*iWn7f^57'f-li, $ffl^07F^77^- Mx.t*HPLC, ¥?\L*£<D 
tffi^n7^7 7^-^tfr^ c: t &X £ h o 
[0 14 0] 

[0 14 1] 
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i>*sMx$>z> 0 #flx.j£> fu-j-frtfcfozmik-r&^jy) k— rattan* 

7e£*l&v^ fltfx.tf, gW^MwM^^^f^ U^-ff-Y (01*. 

*)ft d ^iJ£(^ /^ao-)>f^i|v>^ (M*«\ WO 

98/46777* if) & <h*t;:i|l CTfr 7 «1 i <5> 0 "7*17 K*-*^£>f£$|l{i„ fcfc 

*J£, ^ ;i/^.-r-f yb<0-ftfe (Kohler, G. , and Mil stein, C. , Methods Enzymo 
1. 1981, 73, 3-46.) ^Ktg tTfr? ^H^^o ^fC^&^tt^g^it^ 

o 

[0 14 2] 

2>it /6 ? pilfer^ & o 

[0 14 3] 
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^"C^ Z> (Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
ing Harbor Laboratory, 1988) o 
[0 14 4] 

IftflWfflgLlfcfeWteE. (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, 1988) <7)ilJ^tC{i^<7)^^^fflf h £ 
tm*, Milf, ELISA (»^te^^*^5efe) > EIA 

) . ria (iscit^iij^) &zw*n%fo&&%¥*m\<*2>z.t&'vz2>o 

[0 14 5] 

v y (Anal . Biochem, , 171, 73, (1988) , &%ffc^|i^&23-$g * ? KMil 
flf3fc& HJltStTSI ^tajR-tV*- (1989)) ^KfBttO^&fcJ: *)ff ^ £ 
t &X £ £ 0 $ t, MSI ^MALDI-TOF-MS^co K i *) m%f1r2> Zbi>X 

[0 14 6] 

k & tt h mimmm 1 ®. 1 1 x it, wz. imfcmfmmfr&mmmw 

(antibody-dependent cell -mediated cytotoxicity : ADCO^tt. Jt-ffcifcfrteiHH 
JfePS* (complement-dependent cytotoxicity I CDC) iT&^f & £ t 

^l^v^t, CDC«ttfc»±1ifr**cJ:&j|nifi*#fi5tt«r*ii|cU ADCC 

[0 14 7] 

jftffc^ADCCf&te & ^rT & ri\ ZtiCDC^tt * ^r-t * ^g3&* i*<2r£n K 
& 1 OMfc~f&Z.tffX%& (0Jx.fcjT % Current protocols in Immunology, Chapt 
er7. Immunologic studies in humans, Editor, John E, Coligan et al., John 
Wiley & Sons, Inc. , (1993)30 o 
[0 14 8] 

(1) X7x^-|Wl 
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CBA/N-7 ^ X & if rt> <b MU RPMI1640^ifb (GIBC0*±®9 4» £ 
^-t-^>o 10%^vJ3^iJflirt(FBS. HyClonett^)«r^-tp|Wl^-e^^ «M 
j££5X106/mHCpi£U :r-"7 ^ ^ ? -«£lM1-&o 

(2) mmtiivmwk 

Baby Rabbit Complement (CEDARLANEtt^) £ 10% FBS#^lfe (GIBCOttM) £T 

(3) nwm^ps 

iiiiit (AsPC-U Capan-2^) &0.2mCi<£>51Cr-sodium chromate (Amers 
ham Pharmacia Biotedvf±$!Q t t i> 10% FBS^DMEM^Wi^ "e37lCi:tll| 

ffligmt&ztizs: Tommmm.-f2> 0 mmmm&. m&io% fbs^rpmi 

o 

[0 14 9] 

^X\ ADCC^'ft, X&CDCiS&mmZftl o ADCCMttOM^*#1^ 96 
?^MJJic:/V- > (Beckton DickinsonttM) tn/fc&SO/* 
Sn£> 7K±lCT15^KJS$-^^>o *<3& % ^^^-^fflj&lOO/H&lJnx., R 
Mif*Jy*^-?-nxmT%i&m-tZ><> ^(D^mtOt ^filOyug/mli: 
1"&o 100/< 1<9±?#£HJJ|ZU #>^#^>*-(C0BRAIIAuT0-GMMA. M 

0DELD5005, Packard Instrument Company*±§!D^M^tt£$0;e1"&o 
«f&te(%){i(A-C)/(B-C)xi00m: t^T^^> 0 A{±#SWc £ *t & #t 

&tt£14(cpmh Bi*l% W-iQ{^m±m^MktzW^^n^Wim^{cm)> C 
(i^^m<7)<^^#trm^^:MtS14(cpm) £^-fo 
[0 15 0] 

— -ft, CDCt§14OpJ^(0^^{i % ge^i^J^T 9 !/- h (Becton Dickinsontt^ 

mmmmt, ^Pepm^&so^i-r^tiii;^ tKJi^-cis^rjs^^^o -e 
u*?y>? -xim^^m^-f &o »it#fStt{iADcc^i4o?iij^ t mm~ lx 
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10 15 1] 

immrn] 

[0 15 2] 

tmrnmii ^w--x^A**-3pm (cho) mmwfrb<nGD?-y^-x 

£J> (accession#AF326199) (access ion#AK050311) GDP-7n- 

X h 9 > * * -cDNASB^iJ fiNCBlT*- ^^-XiUfl/Co GENETYX-SV/RC 

Tisiwu t: h b*?^*x~**:uv-<n-m^w>m (mim) ufrzm^xyyj 

V-SryHf .f > U CHO$BJ]frf*DXBllJ: t?RNAjftm^y h (TAKARA : catrimox 14 R 
NA isolation kit) Srffi^-Cttffi L/ipolyA+ RNA&iJSKRT-PCR^r y h (T0Y0B0 
*. RT-PCR High) ^TRT-PCR&^to ifco ^^^L^Bf^tlpBluescriptSK+tC^y^ 

[0 15 3] 

Hife®) 1 -C# tLfzGVP-y rr h ^ * —Wift £Randam Prime label 

ing system (Amershamtt) £ffiv>T. « 32P dCTPXy^OV Ltz 0 CH0lfflJM3fccDNA 
y 4 7**7*)- fiCH0-Kl*fcfi5fcO i> <D (Lambda ZAP-CMV XR Library: Stratagene 
*±) =H£J1U ^^'j-^>;7*ttiWi:v-aT;v^o^ 0 f&fr^ — #c 

106O7r-^Srl0^O^U'- hKKMM (XL-l-Blue MRF 
') \^mm&, V7l>7^i:*(:|i, nhtifzy°y-?*j-4 u>m (Hybon 
d NX: Amersham) K&L,tz 0 Wkltfe&K £ T )V>* V • UVU^, 

? v-y^WtZo #^n->|iAjl/;1-77-^ (ExAsist interference-res is 

tant helper phage: Stratagenett) £&K^:fl§B (XL0LR) 

3 K (pCMV-Script EX) tLxm^LL, m^M^tz (i2i) 0 ^vXtKh 
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Jt$rf & t H hO@e^iJt<7)5|=l|WItt{i85.3%. ^^X(7)@fi^iJt(i91.5%-e^o7to 
[0 15 4] 

C^»J3] GDP-^n-* h^>X^-^-ryADNAO^o-^>^ 
5\ 3'1iJ^tL'?tL<7)it^if>T-^-/n--7li-r^gfitJT\ HMM 1 "C^ffcGDP- 
73-^ h 7>*#-?-W}T-*Mm^-7f(^-*r-*f4 >U PCR^T5'ffiiJ 
, 3'H-e*L^*LOBfr#-&#£ 0 y^^- 7 -{i > ^»Jl^fflv^^RT-PCRffl-7 0 7-f 

«fc •? t^~7" = 7 J-?-<7)ffi.fr&t>*t(m 3 0) -f > Lfzo CHOMfe* 
*V 7*7 U - (CH0-Kl*fi^Lambda FIX II Library: Stratagenett) 

^|»I12 i,z^Ltz^X\ 5\ 3'^n-r<7)7^;l^X*'j-->^£ 

m(XL-l Blue MRAHCJ»£^ 100 nLOi&#:it#^ 7 r -v^HJlRU QIAGE 
N Lambda* (QIAGENtt) *ffli/>T7 y - vDNA^miDlLfCo "7 r - 

vDNA*ig^^$IJIS^*-efmkL, ^-ifyyo^ b;W/ij^^y 3 >Tl$ 

[0 15 5] 

CHifeM 4 ] CH0-Kl«<9GDP--7 3-^f7^^^^y ADNA@B?iJ<7>& 

nmm 3 -et# tt^cHo^v ^mtt^ttmkt&mmwmmx-mit 0. 8% 

* -cDNA05* J: 0*3" HJirtf- i &~f y & — ~?k. L fclMf >7'D7f ^/Ci 

^ffiU QIAquick Gel Extraction Kit (QIAGENtt) SrfflV^ ^^i7;W:L 
/:^otlIJ|ZL/:o ElJRL/iDNAif>t^pBluescriptSK+^, Rapid DNA ligation 
kit (Roche^^fflv^Til^L, «mDH5a^(m#^±) t7t 0 #^>ti7t 

iMtlil^'bT 4 ^^^ K£@i|3lL> ABI3100 Genetic Analyzer-e^^o 
/:(l4i) 0 

[0 15 6] 

ttiiE# 2 004-3063886 
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DG44£fflJfe5xl0 5 cells^5mLC010%FCS(Moregatett)> 200//mol/L Genetic in (Inv 
itrogentt) , 200nmol/L MTX&^/f IMDM^Jlfe(Invitrogen1±) fcJgffi LT 7 r ^ 
V25cm 2 ^*^h;i'^v^ v : 0 2 4 flf W^KGDP-fucose transport erH*H" -5 
£-JjfcsiRNA (-t>*§tUAA CCU CUG CCU CM GUA CdTdT (SESWI- 3 ) RXfT>^ 
•b>XllGUA CUU GAG GCA GAG GUU AdTdT (@£^J#-^4) ) (B-Bridgett) 1 i 
pofectamine2000(Invitrogen1±) £fflV*T2~500nM Y 7 > X7 3u ? is 3 > Ltz 0 

b7>X7x^yg>f4 8\%mX*M%&&mXL?z 0 mi&frbSV total RNA iso 
lation system(Promega1±)^fflv>TRNA^ttffiLrRT-PCRRlS*TaqMan PCR Core 

reagent kit&OTaqMqan Reverse transcription reagents (Applied Biosystem 
s1±)£ffiv>-c:ff^PRISM7700 (Applied Biosystemstt) \Z X *) GDP-f ucose transpor 
terO^SI&^JHtLfco ^(Dffi^ mRNAl^Jl'-efiGDP-f ucose transporters! 

ittzkmmm z tix^tz 0 

[0 15 7] 

EI5tc^^^-r o U5 ^^-r^^-7{±PBS=lr F7^X7x^ va >^4 8B# 
F H 1<7)GDP-f ucose transporteritfr^-l&m^ 1 0 0 L/iffiitfi9*'li&'t?*4o 
[0 15 8] 

[0 15 9] 

[bam 

SEQUENCE LISTING 
<110> CHUGAI PHARMACEUTICAL CO. ,LTD. 

ffiSE# 2004-3063886 
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<120> A fucose transporter gene and a cell in which the function of fuco 
se transprter is inhibited 

<130> P03-0332 

<140> 
<141> 

<160> 4 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 1059 
<212> DNA 

<213> Cricetulus griseus 
<400> 1 

atggcgctga ctggaggctc cactgcctct gaggaggcag atgaagacag caggaacaag 60 
ccgtttctgc tgcgggcgct gcagatcgcg ctggtcgtct ctctctactg ggtcacctcc 120 
- atctccatgg tattcctcaa caagtacctg ctggacagcc cctccctgca gctggatacc 180 
cctatcttcg tcactttcta ccaatgcctg gtgacctctc tgctgtgcaa gggcctcagc 240 
actctggcca cctgctgccc tggcaccgtt gacttcccca ccctgaacct ggaccttaag 300 
gtggcccgca gcgtgctgcc actgtcggta gtcttcattg gcatgataag tttcaataac 360 
ctctgcctca agtacgtagg ggtggccttc tacaacgtgg ggcgctcgct caccaccgtg 420 
ttcaatgtgc ttctgtccta cctgctgctc aaacagacca cttccttcta tgccctgctc 480 
acatgtggca tcatcattgg tggtttctgg ctgggtatag accaagaggg agctgagggc 540 



ffifiE# 2004-3063886 
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accctgtccc tcataggcac catcttcggg 
gccatctata ccaagaaggt gctcccagca 
tataacaatg tcaatgcctg tgtgctcttc 
cgtgccctcc ttgactttgc tcatctgtac 
ggtggcctct tcggctttgc cattggctat 
cccctgaccc acaatgtatc aggcacagcc 
ctctactatg aagagactaa gagcttcctg 
ggctcctcag cctatacctg ggtcaggggc 
agctccaaag agggtgagaa gagtgctatt 



gtgctggcca gcctctgcgt ctccctcaat 600 
gtggacaaca gcatctggcg cctaaccttc 660 
ttgcccctga tggttctgct gggtgagctc 720 
agtgcccact tctggctcat gatgacgctg 780 
gtgacaggac tgcagatcaa attcaccagt 840 
aaggcctgtg cgcagacagt gctggccgtg 900 
tggtggacaa gcaacctgat ggtgctgggt 960 
tgggagatgc agaagaccca agaggacccc 1020 
ggggtgtga 1059 



<210> 2 
<211> 352 
<212> PRT 

<213> Cricetulus griseus 
<400> 2 

Met Ala Leu Thr Gly Gly Ser Thr Ala Ser Glu Glu Ala Asp Glu Asp 
15 10 15 

Ser Arg Asn Lys Pro Phe Leu Leu Arg Ala Leu Gin He Ala Leu Val 
20 25 30 

Val Ser Leu Tyr Trp Val Thr Ser He Ser Met Val Phe Leu Asn Lys 
35 40 45 

Tyr Leu Leu Asp Ser Pro Ser Leu Gin Leu Asp Thr Pro He Phe Val 
50 55 60 
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Thr Phe Tyr Gin Cys Leu Val Thr Ser Leu Leu Cys Lys Gly Leu Ser 
65 70 75 80 

Thr Leu Ala Thr Cys Cys Pro Gly Thr Val Asp Phe Pro Thr Leu Asn 
85 90 95 

Leu Asp Leu Lys Val Ala Arg Ser Val Leu Pro Leu Ser Val Val Phe 
100 105 110 

He Gly Met He Ser Phe Asn Asn Leu Cys Leu Lys Tyr Val Gly Val 
115 120 125 

Ala Phe Tyr Asn Val Gly Arg Ser Leu Thr Thr Val Phe Asn Val Leu 
130 135 140 

Leu Ser Tyr Leu Leu Leu Lys Gin Thr Thr Ser Phe Tyr Ala Leu Leu 
145 150 155 160 

Thr Cys Gly He He He Gly Gly Phe Trp Leu Gly He Asp Gin Glu 
165 170 175 

Gly Ala Glu Gly Thr Leu Ser Leu He Gly Thr He Phe Gly Val Leu 
180 185 190 

Ala Ser Leu Cys Val Ser Leu Asn Ala He Tyr Thr Lys Lys Val Leu 
195 200 205 

Pro Ala Val Asp Asn Ser He Trp Arg Leu Thr Phe Tyr Asn Asn Val 
210 215 220 

miE#2 004-3063886 
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Asn Ala Cys Val Leu Phe Leu Pro Leu Met Val Leu Leu Gly Glu Leu 
225 230 235 240 

Arg Ala Leu Leu Asp Phe Ala His Leu Tyr Ser Ala His Phe Trp Leu 
245 250 255 

Met Met Thr Leu Gly Gly Leu Phe Gly Phe Ala He Gly Tyr Val Thr 
260 265 270 

Gly Leu Gin He Lys Phe Thr Ser Pro Leu Thr His Asn Val Ser Gly 
275 280 285 

Thr Ala Lys Ala Cys Ala Gin Thr Val Leu Ala Val Leu Tyr Tyr Glu 
290 295 300 

Glu Thr Lys Ser Phe Leu Trp Trp Thr Ser Asn Leu Met Val Leu Gly 
305 310 315 320 

Gly Ser Ser Ala Tyr Thr Trp Val Arg Gly Trp Glu Met Gin Lys Thr 
325 330 335 

Gin Glu Asp Pro Ser Ser Lys Glu Gly Glu Lys Ser Ala He Gly Val 
340 345 350 



<210> 3 
<211> 22 
<212> RNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic RNA 
<400> 3 

uaaccucugc cucaaguaca gc 22 



<210> 4 
<211> 19 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic RNA 
<400> 4 

guacuugagg cagagguua 19 

[0 16 0] 
mm^ 3 id XX/ 4 : £-J&RNA 
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